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1. A pharmaceutical combination comprising

(a) an MDM2 inhibitor selected from (6S)-5-(5-Chloro-
1-methyl-2-ox0-1,2-dihydropyridin-3-y1)-6-(4-chloro-
phenyl)-2-(2,4-dimethoxypyrimidin-5-yl)-1-inser(pro-
pan-2-y1)-5,6-dihydropyrrolo[3,4-d]imidazol-4(1H)-
one, or a pharmaceutically acceptable salt thereof, and

(S)-1-(4-Chloro-phenyl)-7-isopropoxy-6-methoxy-2-

(4-{methyl-[4-(4-methyl-3-oxo-piperazin-1-yl)-trans-

cyclohexylmethyl]-amino}-phenyl)-1,4-dihydro-2H-

isoquinolin-3-one, or a pharmaceutically acceptable
salt thereof; and
(b)

(1) a MEK inhibitor selected from the group consisting
of trametinib, 6-(4-bromo-2-fluorophenylam ino)-7-
fluoro-3-methyl-3H-benzoim idazole-5-carboxylic
acid (2-hydroxyethoxy)-amide, (S)-5-fluoro-2-(2-
fluoro-4-(methylthio)phenylamino)-N-(2-hydroxy-
propoxy)-1-methyl-6-oxo-1,6-dihydropyridine-3-
carboxamide, PD0325901, PD-184352, RDEA119,
XL518, AS-701255, AS-701173, AS703026,
RDEA436, E6201, R0O4987655, RG7167, and
RG7420 or a pharmaceutically acceptable salt
thereof;, and/or

(i1) Bel2 inhibitor selected from the group consisting of
ABT-737, ABT-263 (navitoclax) and ABT-199, or a
pharmaceutically acceptable salt thereof.

2. The pharmaceutical combination according to claim 1
comprising
(a) an MDM2 inhibitor selected from (6S)-5-(5-Chloro-
1-methyl-2-ox0-1,2-dihydropyridin-3-y1)-6-(4-chloro-
phenyl)-2-(2,4-dimethoxypyrimidin-5-yl)-1-(propan-
2-y1)-5,6-dihydropyrrolo[3,4-d]imidazol-4(1H)-one, or

a pharmaceutically acceptable salt thereof, and (S)-1-

(4-Chloro-phenyl)-7-isopropoxy-6-methoxy-2-(4-

{methyl-[4-(4-methyl-3-oxo-piperazin-1-yl)-trans-cy-

clohexylmethyl]-amino }-phenyl)-1,4-dihydro-2H-

isoquinolin-3-one, or a pharmaceutically acceptable
salt thereof; and
(b) the MEXK inhibitor.
3. The pharmaceutical combination according to claim 1,
wherein the MEK inhibitor is trametinib, or a pharmaceu-
tically acceptable salt thereof.

4. The pharmaceutical combination comprising

(a) an MDM2 inhibitor selected from (6S)-5-(5-Chloro-
1-methyl-2-ox0-1,2-dihydropyridin-3-y1)-6-(4-chloro-
phenyl)-2-(2,4-dimethoxypyrimidin-5-yl)-1-(propan-
2-y1)-5,6-dihydropyrrolo[3,4-d]imidazol-4(1H)-one, or
a pharmaceutically acceptable salt thereof, and (S)-1-
(4-Chloro-phenyl)-7-isopropoxy-6-methoxy-2-(4-
{methyl-[4-(4-methyl-3-oxo-piperazin-1-yl)-trans-cy-
clohexylmethyl]-amino }-phenyl)-1,4-dihydro-2H-
isoquinolin-3-one, or a pharmaceutically acceptable
salt thereof; and

(b) the Bcl2 inhibitor.



